functional role of the candidate proteins, they overexpressed them in the nervous system of Drosophila. A functional homologue of Comm is expected to induce a Robo null phenotype that manifests itself by increased midline crossing as the consequence of decreased receptor availability [10] . PRRG4 induces midline crossing defects, the penetrance of which was magnified when overexpressed with human Robo (Fig 1) . Finally, to understand the mechanism of action of PRRG4, Justice et al. overexpressed murine and Drosophila proteins in cell culture and demonstrated that PRRG4 species specifically recruits Robo to the endoplasmic reticulum/Golgi and that it induces a decrease in protein levels, probably through targeted degradation. This shared function between Comm and PRRG4 implies that the mechanism of Robo Adapted from [6] and [3] .
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trafficking is evolutionarily conserved and that Comm/PRRG proteins may belong to an ancient family of cell surface protein effectors.
Interestingly, haploinsufficiencies of PRRG4 or Pax 6 are candidate genes underlying ASD in patients with WAGR syndrome. The finding of a likely role of PRRG4 in regulating Robo trafficking in vertebrates suggests that defects in the Slit/Robo pathway may underlie the ASD features. Considering that Slit/Robo signalling pathway is involved in several aspects of forebrain development (e.g., neuronal proliferation and migration, development of corpus callosum, dendritic outgrowth, and spinogenesis [11] ), the discovery presented by Justice et al. represents a unique opportunity to further investigate the complexity of the Robo-dependent signalling pathway for the development of the vertebrate brain in health and disease.
